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In their important review in 1965 Gowans and McGregor [25] established the fact that the 'immunologically competent cell, which is fully qualified to undertake an immunological response' [40] is the small lymphocyte.
When appropriately stimulated by antigen, small lymphocytes 'differentiate into large pyroninophilic cells' which divide 'to form more lymphocytes of progressively decreasing size'. These divisions transform the uncommitted immunologically competent cell to a committed (activated) cell, which is able to perform an immunological function. As it is well known, the spectacular discoveries of Miller [43] and Glick et al. [20] clarified that the primary lymphoid organs, the thymus and the (avian) bursa of Fabricius and its functional equivalent in mammals, confer immunological competence to lymphocytes, which originate from a common stem cell in the bone marrow.
Lymphocytes, which mature in the microenvironment [1 la, 32] Cooper et al. [11] later found that B cells are located in the follicles and germinal centers ('bursa-dependent areas') of peripheral lymphoid organs. Thus, the 'two component concept' of the lymphoid system [11, 23] was established.
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The components of the lymphoid system, the two main lymphocytic populations, As Tada stresses, IgE formation in experimental animals can be induced under well-defined and controlled conditions, and can, thus, add considerably to our understanding of the allergic diseases. Tada points out that allergic patients 'continuously produce reagins upon exposure to minute amounts of environmental allergens, against which the majority of normal people does not produce reagins'. IgE production is 'persistent and boosterable'.
In fact, persistent IgE production in allergic patients is maintained for decades without any renewed contact with the allergen. Cases of food allergy, IgE has possibly some useful role too, which has eluded detection hitherto.
Usually, IgE levels remain very low even during bacterial, fungal or virus diseases. As it emerges from the reviews in the present volume no protective effect of IgE in helminthic infestations with high IgE production has been demonstrated. Hill and Quie [29] have recently described a number of cases with repeated severe bacterial and fungal infections, in which defective neutrophil chemotaxis was associated with extremely high plasma IgE levels (2,500-20,000 vs. 30-440 IU/ml for age-matched controls). All of these patients had 'atopic' eczema, severe pruritis or urticaria. No explanation for the high IgE values can be given. has a similar mechanism. In a survey of the pertinent literature, Maugh [39] concludes that this form of diabetes might be an autoimmune disease in genetically predisposed individuals (with high incidence of HL-A 8 and W15 antigens), the pancreatic islet cells of which have been damaged by an early infection with mumps, rubella or possibly other viruses. Maclaren et al. [35] detected by an indirect immunofluorescent technique circulating antibodies belonging to the IgM and IgG class to live tissue-cultured human insulinoma cells in 34 out of 39 insulin-dependent juvenile diabetic patients (8 positive sera were obtained before insulin replacement therapy was started).
The antibodies did not react with porcine insulin. Maclaren et al. [35] state that these 'findings suggest that autoimmune mechanisms are important in the pathogenesis of most cases of insulin requiring diabetes'. Future work in this field will yield important results for the understanding of these peculiar diseases and s.c. 'autoimmunity' in general [7] .
The last review in the present volume by Hirschfeld entitled 'Introduction to a Conceptual Framework in Serology' concerns the central dogma of immunology, the monospecificity of antibodies. According to Richards et al. [46] , it is generally accepted that not only the immunoglobulin population constituting an immune serum is highly specific for the eliciting antigen, but also 'the individual immunoglobulins constituting this population.
This inference underlies arguments concerned with the number of genes needed to provide the observed wide range of antigenic specificity. This inference is still a keystone in much genetic and structural thinking about immunoglobulins.'
In the early days, the founding fathers of immunology, Ehrlich [13] and Landsteiner [34] , were concerned with exceptions from the general validity of the dogma. 'Cross-reactions' became, according to Heidelberger [28] 'the Introduction XVII microbiologists' migraine, for they becloude the specificity of agglutinations, hamper their use for unequivocal diagnosis, and perpetuate the hallucination of antigens in common'.
The dogma of monospecificity of antibodies has been challenged by Talmage [52] and from a different point of view by Hirschfeld [30] . The approach of Hirschfeld is purely conceptual. He transformed serologic reactions into verbal codes and analyzed them. In his first paper [30] , he stated that a model 'based on the assumption that antibodies are complex (cross-reacting), permits simpler, more uniform, and less prejudicing interpretations of immunogenetic systems than when antibodies are regarded as simple (specific)'. During the last 10 years he considerably developed this concept. Such an approach is novel in immunology, it is, however, not uncommon in other branches of science [e.g. 31, 41] .
The models evolved by Hirschfeld and his conclusions concerning the multispecificity of individual antibodies ('complex antibodies') fit very well with the recent experimental results of Richards et al. [46] , 'which support the idea that antibody combining regions contain subsites at which structurally diverse antigenic determinants bind. This concept provides a simple, unifying explanation for a number of seemingly unrelated immunological phenomena.' The work of Richards et al. [46] has been based on Talmage's concepts. It seems to me, however, that Hirschfeld's ideas had considerable importance at least for the interpretation of the results. The work of Richards et al. [46] signals the beginning of a new era in immunology, which will fulfill the prediction of Heidelberger [28] that 'visible immune reactions have a chemical basis, so that when cautiously interpreted, the cause of the microbiologists' migraine may be converted into a valuable tool, even into a kind of biochemical binoculars, affording a clear view of relationships between chemical constitution and immunologic specificity'.
The present volume of Progress in Allergy addresses itself to research workers as well as to clinicians. I hope that the contributions will not only serve as sources of information but also as starting points for discussion and further research work. On behalf of the Editors I express our deepfelt thanks to all contributors and to the publisher, Dr. Thomas Karger.
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